What Is C laimed Is: 



A compound of Formula I 

R 11 *?12 



N 

I % * I 

Rq R5 




8 ( I ) 

R7 OH 



wherein A is selected from methylene, CO, SO and S02; 
wherein X is selected from\ oxygen atom, methylene and 



_ INR10 with Rio selected from hydrido, alkyl and benzyl; 

wherein each of Ri and R9 is a group independently 

selected from hydrido, alkyl\, cycloalkyl, alkoxyacyl, 

haloalkyl, alkoxycarbonyl, benzyloxycarbonyl , 

loweralkanoyl , haloalkylacyl A phenyl, benzyl, naphthyl, 

and naphthylmethyl , any one of^ which groups having a 

substitutable position may be optionally substituted with 

\ 

one or more radicals selected farom aikyl, alkoxy, alkenyl, 

alkynyl, halo, haloalkyl, cyanoXand'jyhenyl , and wherein 

the nitrogen atom to which Ri and Rg are attached may be 

combined with oxygen to form an N-oxide; wherein R2 is 

\ 

selected from hydrido, alkyl, dialkylaminoalkyl , 

alky lacy laminoalkyl, benzyl and cycloalkyl; wherein R3 is 

selected from alkyl, cycloalkylalky^l , acylaminoalkyl , 
phenylalkyl, naphthylmethyl, aryl, heterocyclicalkyl and 
heterocycliccycloalkyl , wherein the ^cyclic portion of any 
of said phenylalkyl, naphthylmethyl, ^iryl, 

heterocyclicalkyl and heterocycliccycloalkyl groups may be 

\ 

substituted by one or more radicals selected from halo, 

V 

hydroxy, alkoxy and alkyl; wherein each of R4 and Rg is 
independently selected from hydrido, alkyl, benzyl and 
cycloalkyl; wherein each of R5 and Rs is\ independently 
selected from 




CsC-V 



wherein V is selected from hydrido, alkyl, cycloalkyl, 
haloalkyl, benzyl and phenyl; wherein each of R13 and 
Rl4 is a radical independently selected from hydrido, 
alkyl, alkenyl, alkynyl, cycloalkyl, phenyl, 
heterocyclic, heterocyclicalkyl and 

heterocycliccycloalkyl; wheVein R7 is selected from 
substituted or unsubstituted^ alkyl, cycloalkyl, phenyl, 
cycloalkylalkyl and phenylalkyl, any one of which may be 
substituted with one or more \jroups selected from alkyl. 




lkenyl, alkynyl and 
independently 



hydroxy, alkoxy, halo, haloallWl, 
cyano; wherein each of Rn and\Ri 

selected from hydrido, alkyl, haloalkyl, dialkylamino 
and phenyl; and wherein m is zero or one; wherein n is a 
number selected from zero throug\i five; wherein p is a 
number selected from zero through five; and wherein q is 
a number selected from zero through five; or a 
pharmaceutically-acceptable salt thereof. 



2. Compound of Claim I\ wherein A is selected 
from methylene, CO, SO and SO2; wheAein X is selected from 
oxygen atom, methylene and ^^^NR 10 with Rio selected from 
hydrido, alkyl and benzyl; wherein each of Ri and R9 is 
independently selected from hydrido, Jjpwer alkyl, 
haloalkyl, cycloalkyl, alkoxycarbonyl , \benzyloxycarbonyl , 
loweralkanoyl , alkoxyacyl, phenyl and benzyl, and wherein 
the nitrogen atom to which Ri and R9 are\ attached may be 
combined with oxygen to form an N-oxide; Wierein each of 
B.2' R4 and R6 is independently selected from hydrido and 
alkyl; wherein R3 is selected from phenylalkyl, 
naphthylmethyl, cyclohexylalkyl , cyclopentyValkyl, 
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heteroarylalkyl and heteroarylcycloalkyl; wherein each of 
R5 and R8 is independently selected from 




c= c-v 



wherein V is selected from hydrido, alkyl, haloalkyl, 
benzyl and phenyl; wherein each of R13 and R14 is a 
radical independently selected from hydrido, alkyl, 
alkenyl, alkynyl, cycloalkyl, heteroaryl, 
heteroarylalkyl and heteroarylcycloalkyl; wherein R7 is 
selected from substituted or^insubstituted 



cyclohexylmethyl and benzyl, ei<tiier one of which may be 



SL 



substituted with one or more gs selected from alkyl, 

hydroxy, alkoxy, halo and haloa\lkyl; wherein each of Rn 
and R12 is independently selected from hydrido, alkyl, 
dialkylamino and phenyl; wherein 



ted fr 
in\m i 



s zero or one; 



wherein n is a number selected from zero through five; 
wherein p is a number selected from zero through five; 
and wherein q is a number selected^ f rom zero through 
five; or a pharmaceutically-acceptable salt thereof. 



3 . Compound of Claim/2 wherein A is selected 
from methylene, CO, SO and SO2; wherein x is selected from 
oxygen atom, methylene and _^NR 10 with Rio selected from 
hyrido, alkyl and benzyl; wherein each^of Ri and R9 is 
independently selected from hydrido, alkyl, alkoxyacyl, 
haloalkyl, alkoxycarbonyl , benzyloxycarbonyl and benzyl, 
and wherein the nitrogen atom to which rA and Rg are 

attached may be combined with oxygen to form an N-oxide; 
wherein each of R2, R4 and R6 is independently selected 
from hydrido and alkyl; wherein R3 is selected from 
benzyl, phenethyl, cyclohexylmethyl, phenpro*pyl, 
pyrrolidinyl, piperidinyl, pyrrolidinylmethyi, 



\ 
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piperidinylmethyl , \ pyrazolemethyl , pyrazoleethy 1 , 
pyridylmethyl , pyr Idyl ethyl, thiazolemethyl, 
thiazoleethyl, imiaazolemethyl, imidazoleethyl, 
thienylmethyl , thieWlethyl, f uranylmethyl , f uranylethyl , 
oxaz ol erne thy 1 , oxazoleethyl, isoxazolemethyl, 
isoxazoleethyl, pyriaazinemethyl, pyridazineethyl, 
pyrazinemethyl and py.razine ethyl ; wherein each of R5 and 
R8 is independently selected from 



— (ch\)- 



•?13 



R14 



Cs=C-V 



wherein V is selected from\ hydrido , alkyl and haloalkyl; 
wherein each of R13 and RiAWsTa radical independently 
selected from hydrido, alkyl, alkenyl, alkynyl , thiazole 
and thiazolemethyl; wherein R7 is cyclohexylmethyl ; 
wherein each of Rn and R12 is independently selected 
from hydrido, alkyl, dialkylamd.no and phenyl; wherein m 
is zero or one; wherein n is amumber selected from zero 
through five; wherein p is a number selected from zero 
through five; and wherein q is aV number selected from 
zero through five; or a pharmaceutically-acceptable salt 
thereof . 



4 . Compound of Claim wherein A is selected 
from CO and SO2; wherein X is selected from oxygen atom, 
methylene and ^.NRio with Rio selected from hydrido and 
methyl; wherein each of Ri and R9 is independently 
selected from hydrido, lower alkyl, alvcoxyacyl, 
alkoxycarbonyl , benzyloxycarbonyl, haloalkyl and benzyl, 
and wherein the nitrogen atom to which ki and R9 are 
attached may be combined with oxygen to \ form an N-oxide; 
wherein R2 is selected from hydrido, meqhyl, ethyl and 
isopropyl; wherein R3 is selected from benzyl, phenethyl. 
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cyclohexylmethyl , byrrolidinyl , piperidinyl, 
pyrrolidinylmethylA piper idinylmethyl, pyrazolemethyl , 
pyrazoleethyl , pyriWlmethyl , pyridylethyl , 
thiazolemethyl, thiazoleethyl, imidazolemethyl, 
imidazoleethyl, thiemylmethyl , thienylethyl , 
f uranylmethyl , furanyu ethyl, oxazolemethyl , oxazoleethyl , 
isoxazolemethyl , isoxazoleethyl , pyridazinemethyl, 
pyridazineethyl , pyraainemethyl and pyrazineethyl; 

wherein each of R4 and\R6 is independently selected from 
hydrido and methyl; wherein each of R5 and R8 is 
independently selected firom 



(CH 2 )- 



R13 



R 14 



c==c-v 



wherein V is selected from hVdrido, alkyl and 
trif luoromethyl ; wherein each of R13 and R14 is a 
radical independently selected from hydrido, alkyl and 
alkynyl; wherein R7 is cyclohexylmethyl; wherein each of 
Rll and R12 is independently selected from hydrido, 
alkyl, dialkylamino and phenyl ;\ wherein m is zero; 
wherein n is a number selected mrom zero through five; 
wherein p is a number selected from zero through five; 
and wherein q is a number selecteu from zero through 
five; or a pharmaceutically-accepftable salt thereof. 



5 . Compound of Claim 4 wherein A is selected 
from CO and SO2 ; wherein X is selected from oxygen atom 
and methylene; wherein each of Ri and. R9 is independently 
selected from hydrido, methyl, ethylX n-propyl, isopropyl, 
benzyl, b, b, b-trif luoroethyl, t-butyloxycarbonyl and 
methoxymethylcarbonyl , and wherein tha nitrogen atom to 
which Ri and R9 are attached may be conjbined with oxygen 
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to form an N-oxide;\ wherein R2 is selected from hydrido, 
methyl, ethyl and isbpropyl; wherein R3 is selected from 
benzyl, cyclohexylmenhyl, phenethyl, pyrazolemethyl, 
pyrazoleethyl , pyridylmethyl , pyridylethyl, 
thiazolemethyl, thiazdleethyl, imidazolemethyl, 
imidazoleethyl, thienylmethyl, thienylethyl, 
f uranylmethyl , f uranylethyl , oxazolemethyl , oxazoleethyl , 
isoxazolemethyl , isoxazoleethyl , pyridazinemethyl , 
pyridazineethyl , pyrazii^emethyl and pyrazineethyl; wherein 
each of R5 and Rq is independently selected from 




c=c~v 



wherein V is selected from hydrido, alkyl and 



trif luoromethyl ; wherein each\of R13 and R14 is a 
radical independently selected^ from hydrido, methyl, 
ethyl, propyl and ethynyl; wherein R7 is 
cyclohexylmethyl; wherein each ^of R4 and R6 is 
independently selected from hydisido and methyl; wherein 
each of Rn and R12 is independently selected from 
hydrido, alkyl, dialkylamino and ^phenyl; wherein m is 
zero; wherein n is a number selected from zero through 
five; wherein p is a number selected from zero through 
five; and wherein q is a number selected from zero 
through five; or a pharmaceutically\-acceptable salt 
thereof . 



6 . Compound of Claim/5 wherein A is selected 
from CO and SO2 ; wherein X is selected from oxygen atom 
and methylene; wherein each of Ri and R9 is a group 
independently selected from hydrido, methyl, ethyl, 
n-propyl, isopropyl, benzyl, b, b, b-trlf luoroethyl, 
t-butyloxycarbonyl and methoxymethylcarbonyl , and wherein 
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the nitrogen atom to Which Ri and Rg are attached may be 
combined with oxygen op form an N-oxide; wherein R2 is 
selected from hydrido, Xmethyl, ethyl and isopropyl; 
wherein R3 is selected crom benzyl, cyclohexylmethyl, 
phenethyl, imidazolemetlWl, pyridylmethyl and 2- 
pyridylethyl; wherein ea\h of R5 and R8 is independently 
selected from 




c=c-v 



wherein V is selected from hyurido, alkyl and 
trif luoromethyl; wherein each\of R13 and R14 is a radical 
independently selected from hydrido, methyl and ethynyl; 
wherein R7 is cyclohexylmethyl A wherein each of R4 and R6 
is independently selected from nydrido and methyl; wherein 
each of Rn and R12 is independently selected from 
hydrido, alkyl and phenyl; wherein m is zero; wherein n is 
a number selected from zero through three; wherein p is a 
number selected from one through three; and wherein q is 
zero or one; or a pharmaceutical^- acceptable salt 
thereof . 
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85 




10 



86 




10 



676/1 




88 




10 



676/i 




92 




676/1 




i676/l 




2676/1 




676/1 




2676/1 
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2676/1 
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2676/1 
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8. Compound of Claim 6^ which is Nl-[1R*- 
[ [ [1S,1R*- (cyclohe^ylmethyl) -2S* , 3R*-dihydroxy- 
hexynyl ] amino] carbonyl] -3 -butynyl ] -N4- [ 2 - 
(dimethyl amino) ethyls) -N4 -methyl -2S*- 
(phenylmethyl) butaned^.amide or a pharmaceutically- 
acceptable salt thereof. 



9. Compound of Claim ^> which is [1R*- 
[ t [1R*- t [ [IS, 1R*- (cyclohlexylmethyl) -2S* , 3R*-dihydroxy- 
hexynyl] amino] carbonyl] -3\- butynyl] amino] carbonyl] -2- 
phenylethyl) [2- ( dimethy lamino ) ethyl ]methylcarbamate or 
pharmaceutically-acceptable salt thereof. 



10. Compound of \Claim 6 which is 

/ 




a- 



11. Compound of Claim i\which is 



/rCBCH 
| O I \j OH 

I or o v oh Cli 

O 



or a pharmaceutically-acceptable salt thereof 
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12 . A pharmaceutical composition comprising 
a therapeutically-ef f ective amount of a renin- inhibiting 
compound and a pharmaceutically-acceptable carrier or 
diluent, said renin- inhibiting compound selected from a 
family of compounds on Formula I: 



Rl1 R 12 




(I) 



R 7 OH 



wherein A is selected f rom wnethylene, CO, SO and SO2 ; 
wherein X is selected from ©xygen atom, methylene and 
^^.NRio with Rio selected from hydrido, alkyl and benzyl; 

wherein each of Ri and Rg is\a group independently 
selected from hydrido, alkyl A cycloalkyl, alkoxyacyl, 
haloalkyl, alkoxycarbonyl, benz^oxycarbonyl, 
loweralkanoyl , haloalkylacyl , phenyl, benzyl, naphthyl, 
and naphthylmethyl, any one of Which groups having a 
substitutable position may be optionally substituted 
with one or more radicals selected from alkyl, alkoxy, 
alkenyl, alkynyl, halo, haloalkyu, cyano and phenyl, and 
wherein the nitrogen atom to which Ri and R9 are 



attached may be combined with oxygen to form an N-oxide; 
wherein R2 is selected from hydrido, alkyl, 
dialkylaminoalkyl , alky lacy laminollkyl , benzyl and 



cycloalkyl; wherein R3 is selected\ from alkyl, 
cycloalkylalkyl , acylaminoalkyl , phenylalkyl, 
naphthylmethyl, aryl, heterocyclicalkyl and 
heterocycliccycloalkyl, wherein the cyclic portion of 
any of said phenylalkyl, naphthylmethyl, aryl, 
heterocyclicalkyl and heterocycliccycloalkyl groups may 
be substituted by one or more radicals selected from 
halo, hydroxy, alkoxy and alkyl; wherein each of R4 and 
R6 is independently selected from hydrino, alkyl, benzyl 
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and cycloalkyl; wherein each of R5 and R8 is 
independently selected from 




C-V 



wherein V is selected from hydrido, alkyl, cycloalkyl, 

haloalkyl, benzyl and phenyl; wherein each of R13 and 

Rl4 is a radical independently selected from hydrido, 

alkyl, alkenyl, alkynyl, Wcloalkyl, phenyl, 

\ 

10 heterocyclic, heterocyclicalkyl and 

heterocycliccycloalkyl; wherein R7 is selected from 
substituted or unsubstituted alkyl, cycloalkyl, phenyl, 
cycloalkylalkyl and phenylalkyl , any one of which may be 
substituted with one or mor^Jgroups selected from alkyl, 

15 hydroxy, alkoxy, halo, haloalkyl, alkenyl, alkynyl and 
cyano; wherein each of Rn and R12 is independently 
selected from hydrido, alkyl\ haloalkyl, dialkylamino 
and phenyl; and wherein m is^zero or one; wherein n is a 
number selected from zero through five; wherein p is a 

20 number selected from zero through five; and wherein q is 
a number selected from zero through five; or a 
pharmaceutically-acceptable sa]\t thereof . 



13. The composition ^f Claim 12 wherein A is 
25 selected from methylene, CO, SO and S02; wherein X is 

selected from oxygen atom, methylene and ^.NRio with Rio 

selected from hydrido, alkyl and benzyl; wherein each of 
Rl and R9 is independently selected from hydrido, lower 
alkyl, haloalkyl, cycloalkyl, alkoxvcarbonyl , 
30 benzyloxycarbonyl, loweralkanoyl , aUkoxyacyl, phenyl and 
benzyl, and wherein the nitrogen atom to which Ri and R9 
are attached may be combined with oxygen to form an 
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N-oxide; wherein each of R2/ R4 and R6 is independently 
selected from hydAido and alkyl; wherein R3 is selected 
from phenylalkyl, iaaphthylmethyl, cyclohexylalkyl, 
cyclopentylalkyl, hWeroarylalkyl and 
heteroarylcycloalkyi; wherein each of R5 and R8 is 
independently selected from 




c= c-v 



wherein V is selected from 'hydrido , alkyl, haloalkyl, 
benzyl and phenyl; wherein each of R13 and R14 is a 
radical independently selected SErom hydrido, alkyl, 
alkenyl, alkynyl, cycloalkylA heteroaryl, 
heteroarylalkyl and heteroaryiLcycloalkyl ; wherein R7 is 
selected from substituted or unsubstituted 
cyclohexylmethyl and benzyl, either one of which may be 
substituted with one or more groups selected from alkyl, 
hydroxy, alkoxy, halo and haloa ikyl; wherein each of Rn 
and R12 is independently selected^ from hydrido, alkyl, 
dialkylamino and phenyl; wherein ^ri is zero or one; 
wherein n is a number selected frc ^ m zero through five; 
wherein p is a number selected frorn^ zero through five; 
and wherein q is a number selected f^rom zero through 
five; or a pharmaceutically-acceptab^e salt thereof. 



V / 

air 



14 . The composition of Claim 13 wherein A is 
selected from methylene, CO, SO and S02; wherein X is 
selected from oxygen atom, methylene an\l ^.NRio with Rio 

selected from hyrido, alkyl and benzyl; Yherein each of 
Rl and R9 is independently selected from Wdrido, alkyl, 
alkoxyacyl, haloalkyl, alkoxycarbonyl , \ 
benzyloxycarbonyl , and benzyl, and wherein she nitrogen 



\ 
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10 



15 



atom to which Ri aim Rg are attached may be combined 
with oxygen to form>an N-oxide; wherein each of R2, R4 
and R6 is independently selected from hydrido and alkyl; 
wherein R3 is selectea from benzyl, phenethyl, 
cyclohexylmethyl , phenpropyl, pyrrolidinyl, piperidinyl, 
pyrrolidinylmethyl, piperidinylmethyl , pyrazolemethyl , 
pyrazoleethyl, pyridylmethyl , pyridylethyl, 
thiazolemethyl, thiazoleef hyl , imidazolemethyl, 
imidazoleethyl, thienylmeuhyl , thienylethyl, 
f uranylmethyl , f uranylethyl, oxazolemethyl, 
oxazoleethyl, isoxazolemethxl, isoxazoleethyl, 



lnei 



pyridazinemethyl , pyridaz 
pyrazineethyl; wherein each 
independently selected from 



jthyl, pyrazinemethyl and 
R5 and Rs is 



- — (cHjJ 



R13 



R14 



C-V 



20 



25 



30 



wherein V is selected from hydrido, klkyl and haloalkyl; 
wherein each of R13 and R14 is a radical independently 
selected from hydrido, alkyl, alkenylX alkynyl, thiazole 
and thiazolemethyl; wherein R7 is cyclohexylmethyl; 
wherein each of Rn and R12 is independently selected 
from hydrido, alkyl, dialkylamino and phenyl; wherein m 
is zero or one; wherein n is a number selected from zero 
through five; wherein p is a number selecoed from zero 
through five; and wherein q is a number selected from 
zero through five; or a pharmaceutically-acceptable salt 
thereof . 



15 . The composition of Claim 14 wlterein A is 
selected from CO and SO2; wherein X is selected from 
oxygen atom, methylene and *^NRio with Rio selected from 
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hydrido and methyl; wherein each of Ri and Rg is 
independently selected from hydrido, lower alkyl, 
alkoxyacyl, alkoxyaarbonyl, benzyloxycarbonyl , haloalkyl 
and benzyl, and wherein the nitrogen atom to which Ri 
and R9 are attached may be combined with oxygen to form 
an N-oxide; wherein Rp is selected from hydrido, methyl, 
ethyl and isopropyl; wherein R3 is selected from benzyl, 
phenethyl, cyclohexylmathyl , pyrrol idinyl , piper idinyl, 
pyrrol idinylmethyl, piperidinylmethyl , pyrazolemethyl , 
pyrazoleethyl , pyridylmeVhyl , pyridylethyl, 
thiazolemethyl, thiazoleethyl , imidazolemethyl , 
imidazoleethyl, thienylmeohyl , thienylethyl , 
f uranylmethyl , f uranylethyl^, oxazolemethyl , 
oxazoleethyl, isoxazolemethyl, isoxazoleethyl , 
pyridazinemethyl, pyridazineet^^hv pyrazinemethyl and 
pyrazineethyl; wherein each ofR4 and R6 is 



independently selected from hy^drido and methyl; wherein 



each of R5 and R8 is independently selected from 



(CH 2 ) 




CBC-V 



wherein V is selected from hydrido, ^Ikyl and 
trif luoromethyl; wherein each of R13 'and R14 is a 
radical independently selected from hydrido, alkyl and 
alkynyl; wherein R7 is cyclohexylmethyl ; wherein each of 
Rll and R12 is independently selected from hydrido, 
alkyl, dialkylamino and phenyl; wherein W is zero; 
wherein n is a number selected from zero \ through five; 
wherein p is a number selected from zero through five; 
and wherein q is a number selected from zero through 
five; or a pharmaceutically-acceptable salt\ thereof . 
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25 



30 



16 . The composition of Claint^lS wherein A is 
selected from CO and S02; wherein X is selected from 
oxygen atom and methylene; wherein each of Ri and R9 is 
independently selected from hydrido, methyl, ethyl, 
n-propyl, isopropyl , Nbenzyl, b, b, b-trif luoroethyl, 
t-butyloxycarbonyl and methoxymethylcarbonyl, and 
wherein the nitrogen a&om to which Ri and Rg are 
attached may be combined with oxygen to form an N-oxide; 
wherein R2 is selected from hydrido, methyl, ethyl and 
isopropyl; wherein R3 is selected from benzyl, 
cyclohexylmethyl , phenethyV, pyrazolemethyl , 
pyrazoleethyl, pyridylmethyfl. , pyridylethyl , 
thiazolemethyl, thiazoleethyi , imidazolemethyl , 
imidazoleethyl, thienylmethyjy. thienylethyl , 
f uranylmethyl , furanylethyl, oxazolemethyl, 



oxazoleethyl, isoxazolemethyl, \isox 
pyridazinemethyl , pyridazineethwl / 
pyrazineethyl ; wherein each of R 
independently selected from 




(CH 2 )- 



R13 
c— 



R14 




oleethyl , 

inemethyl and 
R8 is 



wherein V is selected from hydrido, alkyl and 
trif luoromethyl; wherein each of R13 and R14 is a 
radical independently selected from hydridb, methyl, 
ethyl, propyl and ethynyl; wherein R7 is \ 
cyclohexylmethyl; wherein each of R4 and R6 V-s 
independently selected from hydrido and methyJ.; wherein 
each of Rn and R12 is independently selected\from 
hydrido, alkyl, dialkylamino and phenyl; whereLi m is 
zero; wherein n is a number selected from zero khrough 
five; wherein p is a number selected from zero through 
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five; and wherein 
through five; or a 1 
thereof . 



is a number selected from zero 
.pharmaceutically-acceptable salt 



17 . The ctompos 
selected from CO and S02; 
oxygen atom and methylene 
a group independently 



ition of Claim 16 wherein A is 
wherein X is selected from 
; wherein each of Ri and Rg is 
ected from hydrido, methyl, 



ethyl, n-propyl, isopropvl, benzyl, b, b, 
b-trif luoroethyl, t-butylVxycarbonyl and 
methoxymethylcarbonyl, and\ wherein the nitrogen atom to 
which Ri and Rg are attached may be combined with oxygen 
to form an N-oxide; wherein\R2 is selected from hydrido, 
methyl, ethyl and isopropyl A wherein R3 is selected from 
benzyl, cyclohexylmethyl , phejiethyl , imidazolemethyl , 
pyridylmethyl and 2 -pyridyle thy wherein each of R5 and 
R8 is independently selected 



(CH-J- 




C-V 



-p 

wherein V is selected from hydrido, alkyl and 
trif luoromethyl; wherein each of R13 and R3.4 is a 
radical independently selected from hydrido, methyl and 
ethynyl; wherein R7 is cyclohexylmethyjL* wherein each of 
R4 and R6 is independently selected from hydrido and 
methyl; wherein each of Rn and R12 is independently 
selected from hydrido, alkyl and phenyl; wherein m is 
zero; wherein n is a number selected from\zero through 
three; wherein p is a number selected from\p ne through 
three; and wherein q is zero or one; or a \ 
pharmaceutically-acceptable salt thereof \ 
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76/1 



111 




67b/i 



112 




113 




676/1 



114 




76/1 
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19. The composition of Claim /17 wherein said 
renin- inhibiting ^compound is Nl- [1R*- [ [ [ IS , 1R*- 
( cy c lohexy lmethy 1 V- 2 S * , 3R* - dihydr oxy- 
hexyny 1 ] amino ] carbqny 1 ] -3 -butynyl ] -N4 - [ 2 - 
(dimethylamino) ethyl] -N4-methyl-2S*- 
(phenylmethyl)butaneQiamide or a pharmaceutically- 
acceptable salt thereof. 



\ 



20. The composition of Claim A7 wherein said 
renin-inhibiting compouhd is [1R*- [ [ [1R*- [ [ [IS, 1R*- 
(cyclohexylmethyl) -2S* , 3>R*-dihydroxy- 

hexynyll] amino] car bony 1] -.3 -butynyl] amino] carbonyl] -2- 
phenylethyl) [2- (dimethylamino) ethyl ] methylcarbamate or a 
pharmaceutically-acceptab^e salt thereof. 

\ o- 

21. The composition of Claim 17/ wherein 
said renin-inhibiting compound is 




6 




22. The composition of Claim/17 wherein said 
renin-inhibiting compound is 



°6 




or a pharmaceutically-acceptable salt thereof . 
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23. A therapeutic method for treating a circulatory- 
disorder or a\ circulatory-related disorder, said method 
comprising administering to a subject susceptible to or 
afflicted with\such disorder a therapeutically- ef f ective 
amount of an active compound 
of Formula I : 



R„ R 12 \ r f r r 



R 6 OH 




(I) 



OH 



wherein A is selected from methylene, CO, SO and S02; 

wherein X is selected from oxygen atom, methylene and 
^^NRio with Rio selected^ f rom hydrido, alkyl and benzyl; 
wherein each of Ri and Rg^is-a group independently 
selected from hydrido, allWu , Ve^cloalkyl , alkoxyacyl, 
haloalkyl , alkoxycarbonyl , Ybenzyloxycarbonyl , 
loweralkanoyl , haloalkylacyi , phenyl, benzyl, naphthyl, 
and naphthylmethyl , any one )pf which groups having a 
substitutable position may be optionally substituted 
with one or more radicals selected from alkyl, alkoxy, 
alkenyl, alkynyl, halo, haloalWl, cyano and phenyl, and 
wherein the nitrogen atom to which Ri and Rg are 
attached may be combined with oxygen to form an N-oxide; 
wherein R2 is selected from hydrVdo, alkyl, 
dialkylaminoalkyl , alkylacylaminoBlkyl, benzyl and 
cycloalkyl; wherein R3 is selectee* from alkyl, 
cycloalkylalkyl , acy laminoalky 1 , pnenylalkyl , 
naphthylmethyl, aryl, heterocyclicalkyl and 
heterocycliccycloalkyl, wherein the cyclic portion of 
any of said phenylalkyl, naphthylmethyl/ aryl, 
heterocyclicalkyl and heterocycliccycloalkyl groups may 
be substituted by one or more radicals selected from 
halo, hydroxy, alkoxy and alkyl; wherein\ each .of R4 and 
R6 is independently selected from hydrido\ alkyl, benzyl 
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and cycloalkyl; Wherein each of R5 and R8 is 
independently selected from 



R13 



R14 



CssC-V 



wherein V is selected 
haloalkyl, benzyl and 



[rom hydrido, alkyl, cycloalkyl, 
lenyl ; wherein each of R3.3 and 



R14 is a radical independently selected from hydrido, 
alkyl, alkenyl, alkynyl , \ cycloalkyl , phenyl, 
heterocyclic, heterocycliicalkyl and 

heterocycliccycloalkyl; wherein R7 is selected from 
substituted or unsubstitutW^alkyl, cycloalkyl, phenyl, 
cycloalkylalkyl and phenylalvkyl > any one of which may be 
substituted with one or more groups selected from alkyl, 
hydroxy, alkoxy, halo, haloa'lkyl, alkenyl, alkynyl and 
cyano; wherein each of Rn and R12 is independently 
selected from hydrido, alkyl Ahaloalkyl, dialkylamino 
and phenyl; and wherein m is zero or one; wherein n is a 
number selected from zero throutah five; wherein p is a 
number selected from zero through five; and wherein q is 
a number selected from zero through five; or a 
pharmaceutically-acceptable salt \thereof . 

24. The method of Clairi^ wherein A is 
selected from methylene, CO, SO and^S02»* wherein X is 
selected from oxygen atom, methylene and *^,NRi 0 with Rio 



;nWl; 



selected from hydrido, alkyl and benfeyl; wherein each of 
Rl and R9 is independently selected ^rom hydrido, lower 
alkyl, haloalkyl, cycloalkyl, alkoxycarbonyl , 
benzyloxycarbonyl , loweralkanoyl, alkoWacyl, phenyl and 
benzyl, and wherein the nitrogen atom do which Ri and R9 
are attached may be combined with oxygeA to form an 
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N-oxide; wherein each of R2, R4 and R6 is independently 
selected from hydrido and alkyl; wherein R3 is selected 
from phenylalkyl, nabhthylmethyl, cyclohexylalkyl , 
cyclopentylalkyl , heneroarylalkyl and 
heteroarylcycloalkyl;\ wherein each of R5 and R8 is 
independently selected\ from 



*3 



Ml ID 



■* 15 
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C-V 



wherein V is selected from hydrido, alkyl, haloalkyl, 
benzyl and phenyl; wherein each of R13 and R14 is a 
radical independently selected from hydrido, alkyl, 
alkenyl, alkynyl, cycloalkyl, Yheteroaryl, 
heteroarylalkyl and heteroarylWcloalkyl ; wherein R7 is 
selected from substituted or unsubstituted 
cyclohexylmethyl and benzyl, either one of which may be 
substituted with one or more groups selected from alkyl, 
hydroxy, alkoxy, halo and haloalKyl; wherein each of Rn 
and R12 is independently selected\from hydrido, alkyl, 
dialkylamino and phenyl; wherein m\ is zero or one; 
wherein n is a number selected from zero through five; 
wherein p is a number selected from\zero through five; 
and wherein q is a number selected from zero through 
five; or a pharmaceutically-acceptabJie salt thereof, 
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25. \The method of Claim/24 wherein A is 
selected from methylene, CO, SO and SO2; wherein X is 
selected from oxygen atom, methylene and ^^NRio with Rio 

selected from hyrldo, alkyl and benzyl; wherein each of 
Rl and R9 is independently selected from hydrido, alkyl, 
alkoxyacyl , haloalkyl , alkoxycarbonyl , benzyloxycarbonyl 
and benzyl, and wherein the nitrogen atom to which Ri 
and R9 are attached may be combined with oxygen to form 
an N-oxide; wherein each of R2 , R4 and R6 is 
independently selected^ from hydrido and alkyl; wherein 
R3 is selected from benzyl, phenethyl, cyclohexylmethyl , 
phenpropyl, pyrrolidinyV, piperidinyl, 

pyrrolidinylmethyl, piperidinylmethyl , pyrazolemethyl , 
pyrazoleethyl, pyridylmetshyl , pyridylethyl , 
thiazolemethyl, thiazoleethyl, imidazolemethyl, 
imidazoleethyl, thienylmechyl, thienylethyl , 
f uranylmethyl , furanylethyl/^oxazolemethyl , 
oxazoleethyl , isoxazolemethwl£~'isoxazoleethyl , 
pyridazinemethyl, pyridazineethyl, pyrazinemethyl and 



pyrazineethyl; wherein each 
independently selected from 



f R5 and R8 is 



— H 




c-v 



wherein V is selected from hydrido, \ alkyl and haloalkyl; 
wherein each of R13 and R14 is a radVcal independently 
selected from hydrido, alkyl, alkeny]\ alkynyl, thiazole 
and thiazolemethyl; wherein R7 is cycEohexylmethyl; 
wherein each of Rn and R12 is independently selected 
from hydrido, alkyl, dialkylamino and phenyl; wherein m 
is zero or one; wherein n is a number selected from zero 
through five; wherein p is a number selected from zero 



\ 
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through five; akid wherein q is a number selected from 
zero through fi\e; or a pharmaceutically-acceptable salt 
thereof . 



26. The method of Claim' 25 wherein A is 
selected from CO and S02; wherein X is selected from 
oxygen atom, methylene and ^^NRio with Rio selected from 
hydrido and methyl; wherein each of Ri and R9 is 
independently selected from hydrido, lower alkyl, 
alkoxyacyl, alkoxycarbonyl , benzyloxycarbonyl , haloalkyl 
and benzyl , and wherein the nitrogen atom to which Ri 
and R9 are attached ma4 be combined with oxygen to form 
an N-oxide; wherein R2 Is selected from hydrido, methyl, 
ethyl and isopropyl; wherein R3 is selected from benzyl, 
phenethyl, cyclohexylmet)i^l\^pyrrolidinyl , piperidinyl, 
pyrrol idinylme thy 1, piperminylmethyl , pyrazolemethyl , 



pyrazoleethyl, pyridylmethVl / pyridylethyl , 
thiazolemethyl, thiazoleetftyl, imidazolemethyl, 
imidazoleethyl, thienylmethyl, thienylethyl, 
f uranylmethyl , furanylethyl A oxazolemethyl, 
oxazoleethyl, isoxazolemethylL, isoxazoleethyl, 
pyridazinemethyl, py r i da zine ethyl, pyrazinemethyl and 



pyrazineethyl; wherein each of R4 and R6 is 
independently selected from hydrido and methyl; wherein 
each of R5 and Rq is independently selected from 



(CH 2 )- 



R 13 



R14 



\ 
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wherein V is selected from hydrido, alkyl and 
trif luoromethyl; wherein each of R3.3 and R14 is a 
radical independently selected from hydVido, alkyl and 
alkynyl; wherein R7 is eye lohexylme thy 1 ;\ wherein each of 
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Rll and R12 is independently selected from hydride- , 
alkyl, dialkylamino and phenyl; wherein m is zero; 
wherein n is a numper selected from zero through five; 
wherein p is a nummer selected from zero through five; 
and wherein q is a number selected from zero through 
five; or a pharmaceutically-acceptable salt thereof. 



27. The mfethod of Claim 2 §^ wherein A is 
selected from CO and E02 ; wherein X is selected from 
10 oxygen atom and methy])ene; wherein each of Ri and R9 is 
□ independently selected \from hydrido, methyl, ethyl, 

n-propyl, isopropyl, benzyl, b, b, b-trif luoroethyl, 
n t-butyloxycarbonyl and methoxymethylcarbonyl, and 
wherein the nitrogen atom to which Ri and Rg are 
attached may be combined With oxygen to form an N-oxide; 
wherein R2 is selected f rWihv/irido , methyl, ethyl and 
isopropyl; wherein R3 is selected from benzyl, 
cyclohexylmethyl , phenethyi, pyrazolemethyl, 
pyrazoleethyl , pyridylmethy 1 , pyridylethyl, 
thiazolemethyl, thiazoleethyu , imidazolemethyl, 
imidazoleethyl, thienylmethyA, thienylethyl, 
f uranylmethyl , furanylethyl , oxazolemethyl , 
oxazoleethyl, isoxazolemethylA isoxazoleethyl , 
pyridazinemethyl, pyridazineethyl, pyrazinemethyl and 
25 pyrazineethyl; wherein each of R5 and Rs is 
independently selected from 
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(CH 2 )- 



R13 



R14 



30 wherein V is selected from hydrido, all^l and 

trif luoromethyl; wherein each of R13 and R14 is a 

radical independently selected from hydrido, methyl, 
ethyl, propyl and ethynyl; wherein R7 is 
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cyclohexylmethyl . wherein each of R4 and Rg is 
independently selected from hydrido and methyl; wherein 
each of Rn and R12 :us independently selected from 
hydrido, alkyl, dialk^lamino and phenyl; wherein m is 

>er selected from zero through 
>er selected from zero through 
number selected from zero 
iceutically-acceptable salt 



zero; wherein n is a n\ 
five; wherein p is a n 
five; and wherein q is 
through five; or a 
thereof . 



pharm^ 



28. The method\of Claim 27 wherein A is 
selected from CO and S02; wherein X is selected from 
oxygen atom and methylene; Wherein each of Ri and Rg is 
a group independently selected from hydrido, methyl, 
ethyl, n-propyl, isopropyl , \benzyl , b, b, 
b-trif luoroethyl, t-butyloxyearbonyl and 
methoxymethylcarbonyl , and wnerfeln the nitrogen atom to 
which Ri and Rg are attached may be combined with oxygen 
to form an N-oxide; wherein R2\ is selected from hydrido, 
methyl, ethyl and isopropyl; wherein R3 is selected from 
benzyl, cyclohexylmethyl, phenechyl, imidazolemethyl, 
pyridylmethyl and 2-pyridylethyl; wherein each of R5 and. 
R8 is independently selected froi] 



25 



(CH 2 )- 



R13 



R14 



wherein V is selected from hydrido, alkyl and 
trif luoromethyl; wherein each of R13 and R14 is a 

radical independently selected from hyarido, methyl and 
30 ethynyl; wherein R7 is cyclohexylmethyl a wherein each of 
R4 and R6 is independently selected from\hydrido and 
methyl; wherein each of Rn and R12 is independently 
selected from hydrido, alkyl and phenyl; Wherein m is 
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zero; wherein n is\a number selected from zero through 
three; wherein p is\a number selected from one through 
three; and wherein a is zero or one; or a 
pharmaceutically-accsptable salt thereof. 

29. The mefihod of Claim 28 wherein said 
compound is selected fnom compounds, their tautomers, 
and the pharmaceutical lv-acceptable esters and salts 
thereof, of the group consisting of 



15 
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and 



The method 



Claim 28 wherein said 



compound is Nl- [1R*- [ [ [ IS , 1R* V ( cyclohexy lmethyl ) - 
2S* , 3R*-dihydroxy-hexynyl] amino] carbonyl] -3-butynyl] -N4- 



[2- (dimethylamino) ethyl] -N4-mettiyl-2S*- 
(phenylmethyl)butanediamide or a pharmaceutically- 
acceptable salt thereof. \ 

I > 

31. The method of Claim 28 wherein said 
compound is [1R*- [ [ [1R*- [ [ [IS, lR*-^cyclohexylmethyl) - 
2S*, 3R*-dihydroxy-hexynyl] amino] carbonyl] -3- 
bu ty ny 1 ] amino ] c arbony 1 ] - 2 -pheny 1 e t h&l ) [ 2 - 
( dimethylamino ) ethyl ] methylcarbamate\ or a 
pharmaceutically-acceptable salt thereof. 
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32. The method of Claim 28 wherein said 
compound is 



compound is 




or a pharmaceutically-acceptable 

34 . The method of ClaiA 23 wherein said 
circulatory disorder is a cardiovascular disorder. 

35. The method of Claim 3w wherein said 
cardiovascular disorder is hypertension. 



36. The method of Claim 23 wherein said 
circulatory-related disorder is glaucoma\ 



